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Basis of the report 



1. With regard to the elements of the mtematioiial application:" 



Vi?0 PCT 



[x] international application as originally filecL 
I I the description, pages , as originally filed, 

pages , filed with the demand, 
pages 5 received on with the letter of 
I I the claims, pages , as originally filed, 

pages , as amended (together with any statement) under Article 19, 
pages , filed with the demand, 
pages , received on with the letter of 
I I the drawings, pages , as originally filed, 

pages , filed with the demand, 
pages , received on widi the letter of 
I I the sequence listing part of the description: 

pages , as originally filed 
pages , filed with the demand 
pages , received on with the letter of 

2. With regard to the language, all the elements marked above were available or fiarnished to this Authority in the language in 
which the international application was filed, unless otherwise indicated under this item. 
These elements were available or furnished to this Authority in the following language which is: 
I I the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 

I I language of publication of the international application (under Rule 48.3(b)). 

I — I the language of the translation fiimished for the purposes of mtemational preliminary examination (under Rules 55.2 
' — ' and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international appUcation, the international 

preliminary examination was carried out on the basis of the sequence Hsting: 
I I contained in the international application in written form. 
I [ filed together with the international application in computer readable form. 
I I furnished subsequently to this Authority in written fomoL 
j [ furnished subsequently to this Authority in conq)Uter readable form. 

I — [ The statement that die subsequently fiimished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
I — I The statement that the information recorded in conq)uter readable form is identical to the written sequence listing has 

been furnished 

4. 1^ The amendments have resulted in the cancellation of: 

I I the description, pages 
I I the claims, Nos. 
• Q the drawings, sheets/fig. 

5. I — I This report has been established as if (some of) the amendments had not been made, since they have been considered to 
— go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 



Replacement sheets which have been furnished to the receiving Office in respotise to an invitation under Article 14 ^re referred to in this 
report as "originally fded" and are not annexed to this report since they do not contain amendments (Rides 70. J 6 ana /U,i/J. 
♦* Any replacement sheet containing sitch amendments must be referred to under item J and annexed to this report ^ 
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iimtioiial application No. 
PCT/AU2003/001040 



V. 



Reasoned statement nnder Article 35(2) with regard to novelty, inventive step or industrial applicabiUty; citations 
and explanations supporting such statement ^ ^ ' 



U Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Claims 


none 


YES 


Claims 


1-29 . 


NO 


Claims 


none 


YES 


Claims 


1-29 


NO 


Claims 


1-29 


YES 


Claims 


none 


NO 



2. Citations and explanations (Rule 70.7) 

Reference is made to the following documents 
Dl: Proc. Natl. Acad. ScLUSA, (1997), 94, 12551-12556. 
D2: The Journal of Immunology (1999), 3250-3259, 
D3: Brain (2001), 124, 480-492, 
D4: Proc. Natl. Acad. Sci. TJSA, (1995), 92, 826-830, 
D5: The Journal of Immunology, (2000),16S (11), 6037-6046. 
D6: Cancer Immunol Immunother. (1998), 45, 234-240. 
D7: Cytometry (2000), 40, 50-59, 

D8: American Journal of Pathology (2001), 159 (1). 285-295, 

D9: BD Biosciences, Reagents Dendritic Cell Identification, Application Not« "Peripheral Blood Dendritic Cells 
Revealed by Flow Cytometry. Identification of CD123+ (anti-interleukm 3 receptor a cham) and CDllc+ 
dendritic cell subsets",© 2000 Becton. Dickinson and Company • . ,^ 

(www:bdbiosciences.com/immunocytometry_systems/appUcation_notes/pd£teagapp3,pdl), 

DIO: Clinical Cancer Research (June 2002), 8. 1787-1793. 
DU: WO 2001/027245. 

Noveltv CN\ and Inventi ve Sten flS^: Claims 1-29 

Dl discloses Aat tonsils contain dendritic cells (DCs) Aat can be identified as cells that lack ^^^f j^'^^';^^ 
monocytes and lymphocytes (lin") (CD3. CD14 CD16, CD19. CD20, CD56 ^^^''^^^^^^^ 
positiv?for HLA-DR and CD4 (HLA-DR*CD4nin-). 85^/0 of these cells react with ^hbodies to IL-3Ra. 
Tonsillar and PBMC HLA-DRninTL-SRa" cells were sorted by FACS and were f 
population withlow orthogonal lightscatterin blood. Table 1 ^^^^^^^^^^^^'f^f^''^^^ 
molecules on HLA-DRnin-IL-3Ra" DC from tonsils, these cells are CD3 . CDllb , CDllc . CD14 . CD16-. 
^lr CD3^,CD40^, CD5^. HLA-DR^. Qaims 1-2. 4-9. 1 1. 16. 19, 22-26. at least, are considered to lack 
novelty and an inventive step in tiie light of this disclosure, 
(continued) 
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VI, Certain documents cited 



1 . Certain published documents (Rule 70. 1 0) 

AppHcation No. Publication date 

Patent No. {day/montli/year) 

P,X WO 2003/005972 23 January 2003 



Priority date ( valid claim) 
(dav/month/year) 




2. Non-written disclosures (Rule 70.9) 
Kind of non-written disclosure 



Date of non-written disclosure 
(day/month/year) 



Date of written disclosure referring to 

non-written disclosure 
(day/month/year) 
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Vin. Certain observations on the international application 



The foUowing observations on tbe clarity of the claims, description, and drawings or on the question whether the clain^. are folly 
supported by the description, are made: 



Claim 1 is not clear because the method is defined as placing one or more immunointeractive tnolecules in contact 
immunointeractive molecules. 

Claims 2 and 3 are not clear with regard to the meaning of 'subclasses" as used in step (d) "^P^^^^^ 
TsoSg cdls based in part on the presence of dendritic cell immunogens from previous subclasses (a.b.c) . 

Claim 16 is not clear as numerous of the citations list CD16 as a non-dendritic cell j^^^f^'mS 
claim it is suggested to be a dendritic cell immunogen (see for example docmnents D1-D4, D6.D10 and D12). 
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Continuation of V. 2. Citations and explanations (Rule 70.7) 
D2 discloses the isolation of peripheral blood dendritic cells using Ficoll Hypaque 

current elutriation and immunomagnetic depletion (MACS depletion) of remaining CD3 , CDllb CD19 , 

CD3< OT^^cellT^^^ DC). tZ^C enrichment in individual eluhdation fractions was ™of ^^^^l^^ ^.^^^^^^ 
freauencv of HLA-DR*CD4nin- PBMC and/or the cellular light scatter profiles using a FACScan^ Blood and CSF 
™^ckar cdS stained with FTTClabelled anti-CDS; CD14, CD16, CD19, and CD56, PE-labelled anti-CD123 
^T?e"cWabd^^^^^ analysed by a three colour FACScan flow cytometer. Mononuclear cells ware 

StoSed from debris by forward/sideward Ught scattering (the dendritic cells are arger m size (higher f<^d 
Sr-dhave slightly higher granularity (higher side scatter) than non^endritic cells, which were --fv^ -^^) 
Plasmacytoid CSF DCs were isolated by means of a FACSVantage cell sorter. Claims 1-2. 4-11. 16, 18. 22-28 are 
considered to lack novelty and an inventive step in the light of this disclosure. 

D3 discloses the flow cytometric identification of dendritic cell in blood and CSF based JJf^^i'f /l?^^^ 
cell B cells, natural killer cells or monocytes, positivity for HLA-DR and expression of CD123 (for Pl^jt^^ 
SniMtic cX and CD 1 Ic (for myeloid dendritic cells). Table 2 list other monoclonal antibodies used m tiie sjidy 
td^Sig CDS CDUc. CD14. CD16. CD19. CD40. CD56. CD83, CD123 and HLA-DR. It is mdicated that DC are 
W^S'r^W^ forward scatter)'and have slightly higher granularity (higher side ---^^^^^^^^^^r^^^^^^^f' 
(S Fig. 2). Clahns 1-2. 4-11,16. 22-26. at least, are considered to lack novelty and an mventive step m the light of 
this disclosvire. 

D4 discloses the identification of three populations of cells in periph^al blood that have or can 
morphology only one of which is infectable with HIV type 1. Also disclosed is a three-colour cytofluorometac 
3sroffre^y°solated PBMCs. without in vitro culture, by staining with (1) HBI5 and flu^escem-labelled goat 
SfmS^^eS; 2) phycoerythrin-labelled anti-CD3. -CD14. -CD16. -CD19. -CD20. and -^56Jm^ge ^^), 
and (3) red670 c^iju^ted anti-HLA-DR and analysed on a Coulter EPICS C flow cytometer. .^«"^t^^d^"°t 
stain with a mixturt of mAbs to T. B, NK and monocytic cells were f^^^^ f^r ^15^^ 
population of HLA-DR"""" and HB15* accounted for 0.05-0.1% of the total PBMCs. Claims 1-2. 4-9, 22-25, at least, 
are considered to lack novelty and an inventive step in the Ught of this disclosure. 

D5 discloses three new markers. BDCA-2, BDCA-3 and BDCA-4, for distinct^^^^^ts °f ^^^^ 
blood. The purity of BDC was demonstrated by light scatter properties and ^^^-H^-^^^J^.^Su'!?^^ 
fanti-TCRaB CD14 CD19. and CD56). BDCA-2 and BDCA-4 are expressed on GDI Ic CD123 plasmacytoid 
SSs^S'Sctsiseiressedonismall populations^ 

ohenotvpe of BDCA-2* BDCs, BDCA-3* BDCs and CDlc* BDCs (includmg CDlc. CDl Ic, CD16. CD83. 
Cm2ri^^R CM^44. 6mRF56). Claims 1-2, 4-11, 13-17, 19-21. 24-26, at least, are considered to lacknovelty 
and an inventive step in flie li^t of this disclosure. 

D6 discloses an investigation into the feasibility of using multidimensional flow cytometry to ^^^^ dire^y in 
peripheral blood mononuclear cell (PBMC) samples obtamed with only ^JpoU-Hypaque^chent sep^^^^^ The 
nhenotvoe and light-scatter properties of these cells are indistinguishable from those of DC isolated by 
hmSL^etic soSng. For three colour flow-cytometric analysis of DCs. celk ^^^I^J^^^ J^,^^™"^^^^^^ 
mrnSToddail (CD3 CDl lb, CD14, CD16, CD19, CD20, CD56), TKL-anti HLA-DR and PE-conjugatedmAb 
fe^og^Sr^ o^^^^^ cell sikace determinants CDla. CD4. CD54. CD80. or CD86. The propoxjon of 

™S The observations of this study suggest that the "^-1—1^ ^^^^^ ^ 

might aid in identifying therapies that spare or boost immunity (see page 239). Claims 1-9. 22-27, at least, are 
considered to lack novelty and an inventive step in the hght of this disclosure. 
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Continuation of V. 2. Citations and explanations (Rule 70.7) 

D7 discloses a method for enumerating the circulating CD33* (bright), CDIAT, CDie", HLA-DR^ "^'^f^^^F^r^^ 

pJp~yi^to;:iningandfl^^ ^ f^Sl^^^^^^ 

FSC and SCC that included both the lymphocyte and monocyte populations (mononucle^ cells) but excluded most 
S^uW^iTde^ris. In some expSenJcD33* (bright). CDU'. CDie". fflA-DR^ cdls u^f 
FACSterPLUS instrument. This document indicates that forther studies are clearly w^anted o fs^bhsh normal 
^gestf ^^2g DC in large numbers of normal individuals and to examine *e -l^-»f,^P b^^^^^ 
pathological conditions and numbers of circulating DC of various subsets. Qaims 1-2, 4-9, 16, 22 and 25, at least, are 
considered to lack novelty and an inventive step in the light of this disclosure. 

D8 discloses the identification of five dendritic cell subsets inhuman tonsils based on HLA-DR, CDllc. CD13. and 
D8 discloses me laenaiii^auui CD19") DC-enriched cells were obtained by sortmg on 

CD123 expression. A population of Im (CD3 , CD14 , CJJiG , ; cnriciicu .^„<.TTr \ nPmnH 

aflowcytometer. Triple bbelling of sorted lin" cells mthCDllc,HIA-DR and CD123 confirmed that H^^^ 

CD Uc- DCs were a heterogeneous population based on CD123 ex^^^^^^ 

were fiirther investigated. Table 2 discloses a tonsil DC subset that is HLA-DRmod, CD llc CD123 CD40 and 
CD45R?^^d CD45RB-. Claims 1-2, 4-1 1,16, 22-25 and 29. at least, are considered to lack novelty and an 

inventive Step in the light of this disclosure. 

D9 discloses a procedure for the simultaneous detection, quantitation and isolation of two ^1?^"°* ^ubsete^^^ 
SoirtedperiphL^ Theprocedureisbasedonthree-orfour-coloi^^ 

scatter is adjusted to exclude debris. The two DC subsets identified are « CD123 (^Cp3. Cm4 U^no. i.^^^^^ 
??Sn rnsS HT.A-DR** CD123-^ CDllc") and (ii)CDllc^ Cm". HLA-DR*^, CD123* and CDUc"^. Clarnis 1- 
TlnA6%Sf:nL: Sconsid^r^Io laik noielty and an inventive step in liie Ught of this disclosure. 

mo discloses alterations in the frequency of dendritic cell subsets in the peripheral circulation of patients wth 
fquamous Su^ Three-colour flow cytometry analyse was perfonned m 

Xh c^lls in the lymphocyte-monocyte light scatter gate were equated for the -^^^'^^^^^^l^^^^J^:^, 
iFrrC(CD3 CD14.CD16.CD19.CD20 and CD56) and DR-PerCP. Lm cells were evaluated for expression of CDllc 
and CD123 to identify lin-DR^CDUc* or CD123* DC subsets. This study found a striking and sigmficant relative 
dtSeSSepSce?^^^ 

healthv individuals This decrease was reproducibly seen in patients of both genders and of all ages. Decreasea 
' nSSs^tSn^DCsinLcir 
WuS a recovery in the relative proportions of the CDllC- subset was observed afio: ^^^^^.^^^,}'^' ' 
column 2) This document does suggest that CDl Ic* cells are derived from a less mature li"7^R-^J°l,l*l J^^^^^^ 
pre^or ClaiL 1-1 1. 16. 22-26. at least, are considered to lacknovelty and an inventive step m tiie hght of this 
disclosure. 

Dl 1 discloses a method for obtaining, from human blood, DC characterised by a phenotjTpe ttiat is PO«tive HLA- 
DR^md neSve for CD3. CD14. CD16. CD19, CD20 and CD56. the method including fluorescently acUvated cell 
^rti^ (see claims 16-17) It is indicated that DC have been typically identified by then: cha^ctenstic dendnfac 
mSholo^ and their eel surface phenotype characterised by a panel of mAbs ^S^^l. 

STlb cSl]k CD40 CD54 CD80, CD83. CD86 and CD123 (page 6 line 32-33). Figure 3A-D depicts the results of 
Solot^& '^^^ o?D^^ following staining withPerCP-DR. FITC-lin jid -^Jo^^^^^^ 

Ckiri I.2V4-I2. 16, 17. l9,22-27.at least, are considered to lacknovelty and an inventive s1»pmthe light of this 

disclosure. 



Industrial applicability flA^ : Claims 1-29 

Claims 1-29 are considered to possess industrial applicability in the field of biomedical testing. 
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